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Status 

1 )KI Responsive to communication(s) filed on 24 March 2006 . 
2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-10,12.15 and 16 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1-10. 12. 15 and 16 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 
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20 Certified copies of the priority documents have been received in Application No. . 
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application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 



1. Claims 1-10, 12, and 15-16 are pending and claims 11, and 13-14 
are cancelled in the instant application. 



This application was filed on 03/24/2006, which is a 371 of 
PCT/EP04/52376, filed on 09/30/2004, which claims priority of 
EUROPEAN PATENT OFFICE (EPO) 03022064.4, filed on 10/01/2003. 



The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

Claims 15-16 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement because the 
specification does not enable the instant compound to alter the gene 
expression and therefore to treat any and all known or unknown diseases. 
The claim contains subject matter, which was not described in the 
specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

There are many factors to be considered when determining 
whether there is sufficient evidence to support a determination that a 
disclosure does not satisfy the enablement requirement and whether any 



2. 



Priority 



3. 



Claim Rejections - 35 USC §112 
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necessary experimentation is "undue". These factors include 1) the 
breadth of the claims, 2) the nature of the invention, 3) the state of the 
prior art, 4) the level of one of ordinary skill, 5) the level of predictability in 
the art, 6) the amount of direction provided by the inventor, 7) the 
existence of working examples, and 8) the quantity of experimentation 
needed to make or use the invention based on the content of the 
disclosure. In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. 
Cir. 1988). 

1 ) The breadth of the claims. 

2) The nature of the invention, 

3) The state of the prior art, 

4) The level of one of ordinary skill, 

5) The level of predictability in the art, 

6) The amount of direction provided by the inventor, 

7) The existence of working examples, 

8) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. 

The nature of the invention: The instant invention is drawn to method for 
treating an acute inflammatory disease or treating a chronic inflammatory 
disease of peripheral organs and the central nervous system in a patient 
using the compound of formula (I). 

The state of the prior art: "Depending on its concn. and target site, nitric 
oxide (NO) is an intracellular messenger or inflammatory mediator. 
Recent research supports an expanded role for NO in the pathophysiol. of 
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neuroinflammatory diseases. Using anal, and Pharmacol, techniques, the 
present study identifies NO as a potential inflammatory mediator in exptl. 
meningitis in the rat. Intracisternal administration of lipopolysaccharide 
(LPS) induced NO synthesis from the lateral and third ventricle choroid 
plexi and surface meninges but not from systemic white blood cells, 
suggesting that meningeal inflammation was restricted to the central 
nervous system. The time course of NO prodn. revealed a 3 h lag after 
intracisternal LPS, followed by a peak at 8 h and subsequent decrease to 
baseline 24 h after LPS dosing. The Pharmacol, rank order of NO 
synthase inhibitors in meningeal prepns. (NG-aminoarginine > NG- 
methylarginine .apprx. aminoguanidine) was slightly different than the 
rank order for the LPS-stimulated monocyte-macrophage cell line, 774A.1 
(NG-aminoarginine .apprx. NG-methylarginine > aminoguanidine). A 
prolonged inhibition of NO prodn. was obsd. in cultured meningeal prepns. 
or J774A.1 cells briefly exposed to and washed free from NO synthase 
inhibitors. These findings implicate NO as an inflammatory mediator 
during exptl. meningitis, and suggest that NO synthase inhibitors might be 
potentially useful agents for meningeal inflammation." (Korytoko et al., 
Neuropharmacology (1996), 35(2), pages 231-7). 

The predictability in the art: It is noted that the pharmaceutical art is 
unpredictable, requiring each embodiment to be individually assessed for 
physiological activity. In re Fisher, 427 F. 2d 833, 166 USPQ 18 (CCPA 
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1970) indicates that the more unpredictable an area is, the more specific 
enablement is necessary in order to satisfy the statute. In the instant case, 
the instantly claimed invention is highly unpredictable since one skilled in 
the art would recognize that in regards to the therapeutic effects, whether 
or not the compounds of formula of claim 1 would be useful for treating a 
pharmacological condition in a subject. 

Amount of guidance/working examples: Applicant provides examples 
of the instant compounds of inhibition of iNOS activity on pages 31-32. 
However, applicants have not shown any working examples of treating 
any diseases using the instant compounds. 

The breadth of the claims: The breadth of claims is drawn to method for 
treating an acute inflammatory disease or treating a chronic inflammatory 
disease of peripheral organs and the central nervous system in a patient 
using the compound of formula (I). 

The quantity of undue experimentation needed: Since the guidance 
and teaching provided by the specification is insufficient for treating 
diseases associated with therapeutically effective amount of a compound 
of Formula (I) is efficacious, one of ordinary skill in the art, even with high 
level of skill, is unable to use the instant compounds as claimed without 
undue experimentation. 
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The level of the skill in the art: The level of skill in the art is high. 
However, due to the unpredictability in the pharmaceutical art, it is noted 
that each embodiment of the invention is required to be individually 
assessed for physiological activity by in vitro and in vivo screening to 
determine which compounds exhibit the desired pharmacological activity 
and which diseases would benefit from this activity. 

Taking all of the above into consideration, it is not seen where the 
instant claims 15-16, for treating diseases associated with therapeutically 
effective amount of a compound of Formula (I) is efficacious, have been 
enabled by the instant specification. 

4. Claim Rejections - Obvious Double Patenting 

The nonstatutory double patenting rejection is based on a 
judicially created doctrine grounded in public policy (a policy 
reflected in the statute) so as to prevent the unjustified or improper 
timewise extension of the "right to exclude" granted by a patent and 
to prevent possible harassment by multiple assignees. See In re 
Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re 
Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 
686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 
164 USPQ 619 (CCPA 1970); and, In re Thorington, 418 F.2d 528, 168 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 
1.321(c) may be used to overcome an actual or provisional rejection 
based on a nonstatutory double patenting ground provided the 
conflicting application or patent is shown to be commonly owned 
with this application. See 37 CFR 1.130 (b). 

Effective January 1,1994, a registered attorney or agent of 
record may sign a terminal disclaimer. A terminal disclaimer signed 
by the assignee must fully comply with 37 CFR 3.73(b). 
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Claims 1-10, 12, and 15-16 are rejected under the judicially created 
doctrine obviousness-type double patenting as being unpatentable over 
the claims 1-10 of US 7,138,399. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because the 
current invention embraces the invention claimed in the above patent. 
Determination of the scope and content of the prior art (MPEP §2141.01) 

Ulrich et al. of US 7,138,399 claimed identical compounds in claims 
1-10 as the instant claims 1-10, 12, and 15-16. 

Ascertainment of the difference between the prior art and the claims (MPEP §2141.02) 
The difference between the instant claims and the issued claims is 
the claims are not word for word identical but the scope of both sets of 
claims overlaps mostly significantly with each other. 

Finding of prima facia obviousness-rational and motivation (MPEP §2142.2143) 

The instant claims 1-10, 12, and 15-16 are therefore fully embraced 
by the issued claims 1-10. 

5. Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 
U.S.C. 102 that form the basis for the rejections under this section made 
in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in a patent granted on an application for patent by another 
filed in the United States before the invention thereof by the applicant for patent, or on an 
international application by another who has fulfilled the requirements of paragraphs (1 ), (2), 
and (4) of section 371 (c) of this title before the invention thereof by the applicant for patent. 
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The changes made to 35 U.S.C. 102(e) by the American Inventors 
Protection Act of 1999 (AIPA) and the Intellectual Property and High 
Technology Technical Amendments Act of 2002 do not apply when the 
reference is a U.S. patent resulting directly or indirectly from an 
international application filed before November 29, 2000. Therefore, the 
prior art date of the reference is determined under 35 U.S.C. 102(e) prior 
to the amendment by the AIPA (pre-AlPA 35 U.S.C. 1 02(e)). 

Claims 1-5, and 10-12 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Ulrichet al., WO 03/080607. Ulrich et al. discloses the 
instant claimed compound, which from the STN search is 

RN 608880-73-5 

CN 3H-lmidazo[4,5-b]pyridine, 2-[2-(4-methoxy-2-pyridinyl)ethyl]-6-(3- 
pyridinyl)- 



, which anticipates the instant compounds when Het 1 is pyridinyl and R1 
is -OMe in the instant application. Therefore, the instant claims are 
anticipated by Ulrichet et al. 

6. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Niloofar 
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Rahmani whose telephone number is 571-272-4329. The examiner can 
normally be reached on Monday through Friday from 8:30 am to 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, 
the examiner's supervisor, Janet Andres, can be reached on 571-272- 
0867. The fax phone number for the organization where this application or 
proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained 
from the Patent Application Information Retrieval (PAIR) system. Status 
information for published applications may be obtained from either Private 
PAIR or public PAIR. Status information for unpublished applications is 
available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov . Should you have questions on 
access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 
/NILOOFAR RAHMANI/ 

05/28/2008 



ID. Margaret Seaman/ 
Primary Examiner, Art Unit 1625 



